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Mounting evidence suggests that the symptoms associated with 
some cases of autism results from an autoimmune pathological 
mechanism. Circumstantial evidence for this hypothesis stems from 
the number of features that autism shares with established 
autoimmune disorders including: genetic predisposition, general 
immune imbalances, association with the HLA or the major 
histocompatibility system (MHC) on chromosome 6, association 
with viral and other infections, demonstration of antibodies in the 
serum against proteins of the central nervous system and an uneven 
sex distribution (autism is 4-5 times more frequent in boys than 
girls). 

Over the last several years we have found evidence for the 
autoimmune hypothesis. These include an increased frequency of 
the C4B null allele on chromosome 6 with the resultant reduced 
plasma levels and reduced C4 function supporting the concept of 
immune susceptibility to a pathogen (superantigen) which may 
trigger an autoimmune mechanism. The decreased C4B plasma 
levels are actually associated with a stronger history of infections in 
the autistic patients. Also we have found an elevated representation 
of extended MHC haplotypes in autism and, in particular, the 
extended haplotype B44-SC30-DR4. In some of the patients we 
have observed DR+ (activated) T cells and antibodies against myelin 
basic protein and neurofilament proteins. 

Most recently we have been studying the specificity of MHC 
association with autism by investigating other childhood behavioral 
and developmental disorders including childhood attention-deficit 
hyperactivity disorder (ADHD) and reading disability or dyslexia. 
Likely, ADHD and, perhaps, reading disability are also associated 
with the MHC. We have initiated molecular genetic studies on other 
genes within the MHC and are investigating the T cell receptor 
profile of the DR+ T cells in some of the autistic subjects. It is 
possible that these studies will lead to therapeutic intervention in 
some subjects and/or provide a biological marker for autism and 
possibly the other disorders. 
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